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REMARKS 

Upon entry of the foregoing amendment, claims 88-90, 98, 105, 109, 116-119, 
160, 163, 164, 167 and 186-199 are pending. Claims 99-104, 106-108, 110-115, 127- 
130, 138-141. 149-152, 162, 166, 168, 170, 171, 173, 174, 176, 177, 179, 180, 182, 183 
and 185 are withdrawn from consideration as being directed to a non-elected Invention. 
Claims 1-87, 91-97, 120-126, 131-137, 142-148. 153-159, 161, 165, 169, 172, 175, 178, 
181 and 184 have been previously canceled without prejudice or disclaimer of the 
canceled subject matter. Applicant maintains the right to file one or more continuation or 
divisional applications on any canceled subject matter. Claim 88 is amended herein and 
new claims 186-199 have been added. 

Claim 88 is amended to separate out the adjuvant combination, 3D-MPL + IL-12, 
into new independent claim 186. New claims 186-199 incorporate the adjuvant 
combination, 3D-MPL + IL-12. Support for new claims 186-199 can be found in claims 
88-90, 98, 105, 109, 116-119, 160, 163, 164 and 167, and elsewhere throughout the 
specification. 

Claim Rejections 

35 use S 1 12. second oaraaraph 

Claims 98, 105, 109. 116-119, 160, 163, 164 and 167 remain rejected because 
the phrase "derived from" allegedly renders them indefinite. Applicant maintains the 
position set forth in the June 27, 2005 amendment. Moreover, it is irrelevant that the 
Examiner considers herself to be "one of skill in the art," because the legal standard is 
one of ordinary skill in the art, and that is an objective standard. See Ryko Mfg. Co. v. 
Nu-Star Inc., 950 F.2d 714, 718, 21 USPQ2d 1053. 1057 (Fed. Cir. 1991) ('The 
importance of resolving the level of ordinary skill in the art lies in the necessity of 
maintaining objectivity in the obviousness inquiry.") The examiner must ascertain what 
would have been obvious to one of ordinary skill in the art at the time the invention was 
made, and not to the inventor, a judge, a layman, those skilled in remote arts, or to 
geniuses in the art at hand. Environmental Designs, Ltd v. Union Oil Co., 713 F.2d 
693. 218 USPQ 865 (Fed. Cir. 1983), cert, denied, 464 U.S. 1043 (1984). 
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One of ordinary skill in the art does understand the meaning of "derived from" as 
evidenced by its usage in numerous issued patents. See June 27, 2005 amendment. 
Further evidence can be found in the Dictionary of Biochemistry and Molecular Biology, 
p. 506 (John Wiley & Sons, 1989), which defines 'Vaccine" as a suspension of antigens 
that are derived from infectious bacteria or viruses and that, upon administration to 
humans or to animals, will produce active immunity and will provide protection against 
infection by these, or by related, bacteria or viruses. (Emphasis added.) 

In view of the foregoing. Applicant maintains that the rejection under 35 USC 
112, second paragraph, is improper and should be withdrawn. 

35 uses 102(a) 

Claims 88-90 stand rejected as allegedly being anticipated by Boon et al. (WO 
98/57659) in view of Morein et al. (U.S. Patent No. 5,603,958). Applicant traverses this 
rejection. 

The Law of Anticipation 

A claim is anticipated only if each and every element as set forth in the claim is 
found, either expressly or inherently described, in a single prior art reference. Verdegaal 
Brothers Inc. v. Union Oil Co. of CaL, 2 USPQ2d 1051, 1053 (Fed. Cir. 1987). The law 
permits, however, the use of extrinsic evidence to interpret or explain the disclosure of a 
prior art reference whose anticipatory effect is othenwise ambiguous. See 
Studiengesellschaft Kohle, m.b.H. v. Dart Industries, Inc., 220 USPQ 841, 842 (Fed. Cir. 
1984). Such evidence may only be used to explain the meaning the reference would 
have had to the person of ordinary skill in the art, but may not be used to expand or fill 
gaps in the teachings of the reference. 

Anticipation under 35 USC 102(a) requires that the same invention, including 
each element and limitation of the claims, was known or used by others before the 
patentee invented it. Hoover Group Inc. V. Custom Metalcraft Inc., 36 USPQ2d 1101, 
1103 (Fed. Cir. 1995). 
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The Claimed Invention 

Claim 88 as amended is directed to an antigenic composition consisting of an 
antigen and an effective adjuvanting amount of the combination of: (1) 3-0-deacylated 
monophosphoryl lipid A or monophosphoryl lipid A, and (2) granulocyte macrophage 
colony stimulating factor (GM-CSF), together with a diluent or carrier. New independent 
claim 186, carved out of original claim 88, is directed to an antigenic composition 
consisting of an antigen and an effective adjuvanting amount of the combination of: (1) 
3-0-deacylated monophosphoryl lipid A or monophosphoryl lipid A, and (2) interleukin- 
12 (IL-12), together with a diluent or carrier. In short, the present invention requires the 
use of a two-adiuvant composition (3D-MPL + GM-CSF or 3D-MPL + IL-12), an antigen 
from a pathogenic virus, and a carrier. 

The Primary Reference 

Boon et al., on the other hand, disclose an adjuvant composition comprising a 
mixture of not less than three adiuvants : a saponin adjuvant, monophosphoryl lipid A or 
a derivative thereof, and IL-12. In particular, Boon et al.'s adjuvant composition 
comprises 3 de-o-acylated monophosphoryl lipid A (3D-MPL), the saponin adjuvant 
QS21, and IL-12. (Page 1, lines 4-8; page 2, lines 20-29; claims 1-3). Boon et al.'s 
composition does not contain GM-CSF because they found that it was "unable to 
enhance the effect of the QS21/MPL adjuvant." (Page 3, lines 16-17). 

The Extra Reference 

QS-21 is clearly and unambiguously used as an adjuvant in Boon et al.'s 
adjuvant composition. A person of ordinary skill in the art reading Boon et al. would 
have no reason to question this. Nonetheless, the Examiner takes the position that 
Boon et al.'s QS-21 is a carrier, citing the Abstract of Morein et al. (U.S. Patent No. 
5,603,958) as supportive. 'The carrier that Boon et al. teaches is QS-21 . QS-21 is a 
saponin. Saponins are recognized in the art as a pharmaceutical carrier, as evidenced 
by Morein et al. [Abstract of Morein et al.] Ergo, Boon et al. teaches a composition 
consisting of an antigen, 3D-MPL, IL-12, and a carrier." (Office Action, p. 5). 

Reading the Morein '958 patent in its entirety clarifies that the pharmaceutical 
carrier of that invention is not a saponin perse. Rather, the carrier is an inert, structure- 
giving, deadiuvanted matrix of a complex of a sterol and one or more saponins that lack 
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adiuvant effect . "[M]atrix=carrier refers to a structure giving complex between one or 
more saponins and cholesterol . , . (Col. 2, lines 45-46). 'The present invention refers 
to the use [of] an inert, structure giving deadjuvanted matrix of a complex of a sterol, 
such as cholesterol, and one or more saponins[,] as a carrier for the administration of a 
drug, which matrix has an annular basic structure which can form spherical nano 
particles having a narrow size distribution." (Col. 2, lines 57-62). And claim 1 recites a 
method of administering a pharmaceutically active substance in a carrier, wherein the 
carrier comprises a deadjuvanted matrix, which is a complex of a sterol and one or more 
saponins that lack adjuvant effect. 

The Morein '958 patent further clarifies that Quil A, a crude saponin mixture, "can 
be divided into different substances, inter alia B2, B3 and B4b, some of which show 
adjuvant effect and others giving a structure effect." (Col. 2, lines 11-15). The saponins 
used in the Morein '958 patent for the deadjuvanted carrier matrix are the structure- 
fomiing saponins, (col. 3, lines 28-29), such as, for example, B4b, a mixture of B4b and 
B2, LT15 and LT17 (col. 3, lines 35-44; col. 4, lines 19-21) . That these saponins lack 
adjuvant activity is exemplified and confirmed by the biological test performed in mice, 
which is disclosed in col. 13, lines 1-39. The result shown in Table 6 demonstrates that 
LT15 (an adjuvant depleted fraction of Quil A) as well as plain saline did not potentiate 
the antibody response to the protein micelles in contrast to the non-depleted Quil A 
preparation. 

In contrast, QS-21 is known by one of ordinary skill in the art as a substantially 
pure saponin characterized as having immune adjuvant activity. See U.S. Patent No. 
5,057,540 cited in the supplemental IDS that accompanies this amendment. Boon et al. 
explicitly discloses that QS-21 is a saponin adjuvant and cites the '540 patent as well. 
See page 2, line 28. Since the saponins in Morein et al.'s carrier matrix lack adjuvant 
activity, they do not include QS-21 . 

The Examiner's reliance on the Morein '958 patent to interpret the allegedly 
anticipating Boon et al. reference is misplaced. The Examiner relies on the Morein '958 
patent for "a very specific teaching", not othenwise present in the Boon et al. reference. 
Therefore, the combination of these references cannot anticipate the claimed invention. 
Studiengesellschaft Kohle, 220 USPQ at 842. 

Furthermore, contrary to the Examiner's assertion that Boon et al. would have 
necessarily had the composition comprising an antigen, 3D-MPL, GM-CSF and a carrier. 
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even though Boon et al. point out that GM-CSF was unable to enhance the effect of the 
QS-21/MPL adjuvant, this adjuvant composition, i.e., 3D-MPLyGM-CSF/QS-21, is not 
Applicant's composition. 

Again, Boon et al.'s invention provides for a three-adiuvant composition 
comprising QS-21, 3D-MPL and IL-12; Applicant's invention provides for an antigenic 
composition consisting of an antigen, a two-adiuvant composition consisting of 3D-MPL 
+ GM-CSF or 3D-MPL + IL-12, and a carrier. One of ordinary skill in the art would 
understand that Applicant's carrier is not a third adjuvant, but merely a vehicle, such as 
an injectable liquid, for facilitating administration of the active ingredient. And the 
Examiner is reminded that Applicant is not required to teach that which is well known to 
one of ordinary skill in the art. 

Since every element of the presently claimed invention is not identically shown in 
Boon et al., the claimed invention cannot be anticipated by this reference. Applicant 
therefore requests that this rejection be withdrawn. 

35 uses 103(a) 

1. Claims 98, 116, 117 and 119 stand rejected as being obvious over Boon et al., 
WO 98/57659, as applied to claims 88 and 90 above. Applicant traverses the rejection. 

Claim 88 as amended is directed to an antigenic composition consisting of an 
antigen and an effective adjuvanting amount of the combination of: (1) 3-O-deacylated 
monophosphoryl lipid A or monophosphoryl lipid A, and (2) GM-CSF, together with a 
diluent or carrier. The dependent claims recite that the antigen is derived from a 
pathogenic virus (claim 98), particularly HIV (claims 116-117), and that the 3D-MPL in 
the composition of claim 1 1 6 is used in the form of a stable oil-in-water emulsion (claim 
119). 

New independent claim 186, carved out of original claim 88, is directed to an 
antigenic composition consisting of an antigen and an effective adjuvanting amount of 
the combination of: (1) 3-O-deacylated monophosphoryl lipid A or monophosphoryl lipid 
A, and (2) IL-12, together with a diluent or carrier. The dependent claims recite that the 
antigen is derived from a pathogenic virus (claim 189), particularly HIV (claims 192-193), 
and that the 3D-MPL in the composition of claim 192 is used in the form of a stable oil- 
in-water emulsion (claim 195). 
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In short, the present invention requires the use of a two-adiuvant composition 
(3D-MPL + GM-CSF or 3D-MPL + IL-12), an antigen from a pathogenic virus, and a 
carrier. 

In contrast, Boon et al. are concerned with identifying the cytokine that would 
best augment the already known adjuvant combination of MPL and the saponin adjuvant 
QS-21. Throughout the disclosure, Boon et al. refer only to a three-adiuvant 
combination t hat contains IL-12, MPL and QS-21 . Boon et al. do not teach that GM-CSF 
is a possible component of the adjuvant combination. Rather, Boon et al. teach that 
GM-CSF was "unable to enhance the effect of the QS21/MPL adjuvant." (Page 3. lines 
1 6-1 7). As such, Boon et aL teach away from the presently claimed invention. 

The Examiner insists that QS-21 is a carrier when Boon et al. clearly state that 
QS-21 is a saponin adjuvant . Boon et al. even cite U.S. Patent No. 5,057,540 ("Saponin 
Adjuvanf ), which discloses that QS-21 is a substantially pure saponin having immune 
adjuvant activity (Col. 6, lines 33-34). The Examiner's reliance on the Morein '958 
patent is again misplaced because the saponins used in the carrier matrix provide a 
structure-giving effect, not an adjuvant effect, and therefore, do not include QS-21 . 

Furthermore, contrary to the Examiner's assertion that Boon et al. would have 
necessarily had the composition comprising an antigen, 3D-MPL, GM-CSF, and a 
carrier, that which is inherent in the prior art, if not known at the time of the invention, 
cannot form a proper basis for rejecting the claimed invention as obvious under section 
103. See In re Shetty, 195 USPQ 753, 756-57 (CCPA 1977). 

Moreover, motivation would be lacking when the state of the art at the time of the 
invention in question was discovered pointed researchers in a different direction than the 
inventor proceeded. Indeed, the Federal Circuit has repeatedly recognized that 
proceeding contrary to the accepted wisdom in the art represents "strong evidence of 
non-obviousness." /n re Hedges, 228 USPQ 685, 687 (Fed. Cir. 1986); W.L. Gore & 
Assocs., Inc. V. Garlock, Inc., 220 USPQ 303, 312 (Fed. Cir. 1983). cert denied, 469 
U.S. 851 (1984) (prior art teaching that conventional polypropylene should have reduced 
crystallinity before stretching and should undergo slow stretching, led away from claimed 
process of producing porous article by expanding highly crystalline PTFE by rapid 
stretching); accord In re Fine, 5 USPQ2d 1596, 1599 (Fed. Cir. 1988). 

Applicant submits that the Examiner has failed to establish a prima facie case of 
obviousness, and therefore, requests that this rejection be withdrawn. 
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2. Claims 105, 109, 160, 163, 164 and 167 stand rejected as being obvious over 
Boon et al., WO 98/57659, as applied to clainns 88, 98 and 116 above. Applicant 
traverses the rejection. 

Claims 105, 109, 160, 163, 164 and 167 depend directly or indirectly from 
independent claim 88. Claim 88 as amended is directed to an antigenic composition 
consisting of an antigen and an effective adjuvanting amount of the combination of: (1) 
3-0-deacylated monophosphoryl lipid A or monophosphoryl lipid A, and (2) GM-CSF. 
Dependent claims 105, 160 and 163 recite the administration of the antigenic 
composition of claim 98 (wherein the antigen is from a pathogenic virus) to a vertebrate 
host to elicit an immune response in the host. Dependent claims 109, 164 and 167 
recite the administration of the antigenic composition of claim 98 to a vertebrate host to 
elicit cytotoxic T lymphocyte responses in the host. 

New independent claim 186, carved out of original claim 88, is directed to an 
antigenic composition consisting of an antigen and an effective adjuvanting amount of 
the combination of: (1) 3-0-deacylated monophosphoryl lipid A or monophosphoryl lipid 
A, and (2) IL-12, together with a diluent or carrier. Dependent claims 190, 196 and 197 
recite the administration of the antigenic composition of claim 189 (wherein the antigen 
is from a pathogenic virus) to a vertebrate host to elicit an immune response in the host. 
Dependent claims 191, 198 and 199 recite the administration of the antigenic 
composition of claim 189 to a vertebrate host to elicit cytotoxic T lymphocyte responses 
in the host. 

As Applicant pointed out above, Boon et al. disclose an adjuvant composition 
comprising not less than three adjuvants: a saponin adjuvant, monophosphoryl lipid A or 
a derivative thereof, and IL-12. In particular. Boon et al.'s adjuvant composition 
comprises QS21 , 3-0-deacylated monophosphoryl lipid A (3D-MPL), and IL-12. Boon et 
al.'s composition would not contain GM-CSF because they found that it was "unable to 
enhance the effect of the QS21/MPL adjuvant." Therefore, the skilled artisan who 
combines Boon et al.'s three-adjuvant composition with an antigen to elicit an immune 
response or cytotoxic T lymphocyte responses does not arrive at the present invention 
as claimed, which requires the use of a two-adjuvant composition (3D-MPL + GM-CSF 
or 3D-MPL + IL-12), an antigen from a pathogenic virus, and a carrier. 

The rejection is improper and should be withdrawn. 
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3. Claim 118 stands rejected as being obvious over Boon et al., WO 98/57659, in 
view of Haynes et al., U.S. Patent No. 5,993,819 ('Ihe Haynes *819 patent"), as being 
applied to claims 88, 98, 1 16 and 117 above. Applicant traverses the rejection. 

Claim 118, which depends indirectly from claim 88 provided above, recites that 
the antigen is the HIV peptide having the amino acid sequence of either SEQ ID N0:1 or 
SEQ ID N0:2. 

Contrary to the Examiner's assertion that Boon et al. teach an antigenic 
composition consisting of an antigen together with a specific two-adjuvant composition, 
Boon et al. explicitly discloses and claims an adjuvant composition comprising no less 
than three adjuvants: a saponin adjuvant, monophosphoryl lipid A or a derivative 
thereof, and IL-12. QS-21 is the preferred saponin adjuvant; it is not used as a carrier, 
i.e., a vehicle, as Applicant has claimed. 

The Examiner's misinterpretation of the art - art that is unambiguous - to deny 
Applicant's right to the claimed invention flies in the face of Article I, § 8, cl. 8 of the U.S. 
Constitution, the purpose of which is to promote the progress of useful arts, by securing 
for limited times to inventors the exclusive right to their discoveries. The Examiner's 
reliance on the Morein '958 patent for every rejection is a blatant error and contrary to 
settled law. Applicant's claimed invention is not prima facie obvious. 

Conclusion 

In conclusion, this amendment and reply is believed to be a full response to the 
outstanding Office Action. Should any issues remain outstanding or if there are any 
questions concerning this paper, or the application in general, the Examiner is invited to 
telephone the undersigned representative at the Examiner's earliest convenience. 



Respectfully submitted, 




Carol E. Rozek 
Reg. No. 36,993 
Tel: (845)602-4760 



Wyeth 

Patent Law Department 
Five Giralda Farms 
Madison, NJ 07940 
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